-JUL-07-05 16:08 FROWhHerchant & Gould 6123329081 T-813 P. 003/01 2 F-470 



Amendments to the rialTm? 

This listing of claims will replace all prior versions and listings of claims in the 
application. 

Listing of r;iatnifi; 

1-153. Cancelled 

1 54. (Currently Amended) The method according to claim [[2 1 1 ]]212, wherein said 
labeling means oompricoo labolod antigen comprise directly labeled first and 
second antipens , 

155. (Currently Amended) The method according to claim [[21 111212. wherein said 
labeling means eompri s es a comprise first and second non-inunobilized labeled 
antibody antibodies, wher e in said non - immobiliaod lab e l e d antibody binds ^dtfa 
said ontigon at - a which respectively bind said first and second antigens at binding 
sites distinct firom FFall the respective binding sit es of said first and second 
antigens f or either (i) s aid autoantibody or the autoantibodies being screened^ 1^ 
or [[(ii)]] said immobili2e d antibody or antibodies^ wh e r e by in atop (d), antigon is 
allowed to b e bound both to soid immobiliz e d ontibodioo and to said non - 
i ffimobilig o d antibody 

156. (Currently Amended) The method according to claim [[21 11 1212, finther 
comprising providing a control which provides a positive signal in the presence or 
absence of the autoantibody or autoantibodies being screened. 

157. (Currently Amended) The method according to claim 156, wherein the positive 
control comprises at least one control antibody to at least said first or second the 
antigen, said control antibody being attached to the substrate, wherein said conirol 
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antibody binds to a site on fee said first or second antigen distinct jBrom a binding 
site thereof for the autoantibody or autoaatibodies being screened. 



158. (Cunently Amended) The method according to claim [[2n]]2l2, wherein said 
first and second antige ns are [[is a]] distinct thyroid proteins. 

159. (Currently Amended) The method according to claim [[2 1 1 112 1 2. wherein either 
said first or second antigen is thyroid stimulating hormone receptor. 

160. (Currently Amended) The method according to claim [[2ll]]212, wherein said 
first or second antigen is selected fiom the group consisting of thyroid peroxidase 
and thyroglobulin. 

16L (Currently Amended) The method according to claim [[211]]212, fiirthex 
comprising screening for the presence of at least one of thyroid stimulating 
horaione, thyroxine, tri-iodothyronine and thyroglobulin in said sample of body 
fluid. 

162, (Currently Amended) The method according to claim [[21 111212. wherein said 
monitoring comprises observing a colorimetric change dependait on said binding 
of said first and second autoantibody or autoantibodies with said first and second 
antige ns respectively . 

163, (Currently Amended) The method according to claim [[21111212. wherein said 
labeling means is colloidal gold. 

164, (Currently Amended) The method according to claim [[21111212, wherein said 
substrate comprises a membrane of nitrocellulose, cellulose acetate or a 
polyamide. 
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165. (Currently Amended) The method according to claim [[21 111 212. wherein said 
substrate comprises an application zone provided upstream of said immobilized 
antibodies on said substrate, and wherein said mixture is allowed to flow from 
said plication zone along said substrate to said immobilized antibodies. 

166. (Currently Amended) The method according to claim 165, wherein said 
application zone contains said source of first and second ssid antigens, axxd said 
mixture is obtained by contacting said sample of body fluid with said first and 
second antigens in said application zone. 

167. (Currently Amended) The method according to claim 166, wherein said substrate 
fiirther comprises at least first and second ©se non-immobilized antibodv[[y]]ies 
to said first and second antigens, wherein said non-immobiUzed antibody[[y]]ies 
[[is]J are provided downstream of said antigen source in said apphcation zone, 

168. (Currently Amended) A method of detecting in a sample of body fluid [[for]] the 
presence of at least one of first and second autoantibodies to at least one antigen, 
which method comprises: 

(a) providing a first antibody to said antigen, wherein said first antibody is 
immobilized at a discrete detection position o n a substrate and binds a first 
binding site of said antigen; 

(b) providing a second antibody to said antigen, wherein said second antibody is 

(i) — labeled to allow detection of autoantibodies when present in said sample^ 

(ii) b inds a second binding site of said antigen and 

(iii) - i s non-immobilized so that said second antibody flows along said 
substrate according to step (e); 

(c) providing a source of said at least one antigen, said antigen comprising a first 
binding site to which either the first autoantibody or the immobilized antibody 
binds and a second binding site to which either the second autoantibody or the 
non-iimnobilized antibody binds; 
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(d) contacting said antigen of step (c) with said sample of body fluid and 
sinaxiltaneously or successively said non-immobilized antibody, so as to obtain a 
mixture wherein said antigen binds with said first and / or second autoantibodies 
present in said sample of body fluid, and / or said non-immobilized antibody; 

(e) allowing said mixture obtained in step (d) to flow along said substrate of step (a) 
to said itmnobilized antibody; and 

(f) monitoring binding of said antigen with either said first and / or second 
autoantibodi^, or said immobilized or non-immobilized antibodies, bv detection 
of the absence or t>resence of said labeled non-immnbilized antibody at said 
discrete detection position^ so as to provide an indication of the presence of said 
autoantibodies in said sample of body fluid; 

(^wherein said first and / or second autoantibodies when present in said sample 
respectively bind with said first and second binding sites of said antigen in step 
(d) so that respective binding of said immobilized and / or non-immobilized 
antibodies with said first and second binding sites of said antigen is completely or 
partially inhibitedimd 
wherein fi) ra the absence of said first and second autoantibodies said labeled non- 
immobilized antibody is detectable at said discrete detection position on said 
substrate, or (ii) in_the presence of said first and / or second autoantibodies said 
labeled non-^iTnTnobilized antibodvjs not detectable at said discrete detection 
position on said substrate, or is detectable at a reduced level compared to fiV 

(Canceled) 

(Previously Presented) The method according to claim 168, further comprising 
providing a control which provides a positive signal in the presence or absence of 
the autoantibody or autoantibodies being screened. 

(Previously Presented) The method according to claim 170, wherein said positive 
control comprises attaching to the substrate at least one control agent that binds to 
the at least one non-immobilized antibody. 
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172. (Previously Presented) The method according to claim 168, wherem said antigen 
is a thyroid protein. 

173. (Previously Presented) The method according to claim 168, wherein said antigen 
is thyroid stimulating hormone receptor. 

174. (Previously Presented) The mediod accordiixg to claim 168, wherein said antigen 
is selected fix>m the group consisting of thyroid peroxidase and thyroglobulin- 

175. (Previously Presented) The method according to claim 168, fimher comprising 
screening for the presence of at least one of thyroid stimulating hormone, 
thyroxine, tri-iodothyronine and thyrogjobulin in said sample of body fluid. 

176. (Previously Presented) The method according to claim 168, wherein said 
monitoring comprises observing a colorimetric change dependent on said binding 
of said autoantibody or autoantibodies with said antigen, 

177. (Previously Presented) The method according to claim 168, wherein said labeling 
means is colloidal gold. 

178. (Previously Presented) The method according to claim 168, wherein said 
substrate comprises a membrane of nitrocellulose, cellulose acetate or a 
polyamide» 

179. (Previoiisly Presented) The method according to claim 1 68, wherein said 
substrate comprises an application zone provided upstream of said immobilized 
antibody on said substrata, and wherein said mixture is allowed to flow jEh>m said 
application zone along said substrate to said immobilized antibody. 
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1 80. (Previously Presented) The method according to claim 179, wherein said 
application zone contains said source of said antigen, and said mixture is obtained 
by contacting said sample of body fluid with said antigen in said plication zone. 

181. (Previously Presented) The method according to claim 1 80, wherein said 
substrate further comprises the non-immobilized second antibody to said antigen, 
wherein said non-immobilized second antibody is provided downstream of said 
antigen source in said application zone. 

182-211. (Canceled) 

212. (Currently Amended) A method of screening a sample of body fluid for distinct 
populations of at least first and second autoantibodies which respectively bind at least 
first and second distinct antigens, which method comprises: 

(a) providing at least first and second antibodies to said at least first and second 
distinct antigens, wherein said Gxst and second antibodies are immobilized at 
first and second discrete detection positions o n a substrate; 

(b) providing one or more sources of said at least first and second distinct 
antigens^wherein said first antigen comprises a binding site to which either 
said first autoantibody or said first immobilized antibody binds, and said 
second antigen comprises a binding site to which either said second 
autoantibody or said second immobilized antibody binds; 

(c) contacting said at least first and second antigens of step (b) with said sample 
of body fluid, so as to obtain a mixture wherein said first and second antigens 
respectively bind with said first and / or second autoantibodies when present 
in said santple of body fluid; 

(d) allowing said mixture obtained in step (c) to flow along said substrate of step 
(a) to said first and second antibodies immobilized at said first and second 
discrete detection positions on-^ said substrate; 
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(e) providing labeling means directly or indirectly to said first and second 
antigens respectivelv so as to enable the presence of said autoantibodies in 
said sample of body fluid to be detected; and 

(f) monitoring binding of said first and second antigens with either said first and / 
or second autoantibodies, or said immobilized antibodies, bv detection of the 
absence or presence of said directly or indirectly labeled first and second 
antigens at said first aqd second discrete deteastion positions on said substrate. 
so as to provide an indication of the presence of said autoantibodies in said 
sample of body fluid[[;]]a wherein said first and second autoantibodies when 
present in said sample being screened bind with said first and second antigens 
when a mixture is obtained in step (c), whereby subsequent respective binding 
of said first and / or second immobilized antibodies with said first and second 
antigens in step (d^ is completely or partially inhibited: aubstgnriallv 
inhibited and further ohoraotoriood in that naid first and sooond - immobiliz ed 
antibodi e s ar e provid e d at disorcto firat and s e cond positions on aaid Qubstrato^ 
so that monitoring of rocp e ctiv e binding of both ooid firot and Qocond 
imffl obilized ontibodios - wth Qoid first and second antigona at Doid discxoto 
fir s t and s e cond positions ther e by e nabloa - do l QCtion and id e ntification of oaid 
diatinot popiriations - of first and / or second autoontibodioQ wh e n pr e sent in 
said sample of bod y- fluid ? 

wherein 

(i) in the absence of said first autoantibody said directly or indirectly labeled 
first antigen is detectable at said first discrete detection position on said 
substrate; or 

(ii) in the presence of said first autoantibody said directly or indirectly labeled 
first antigen is not detectable at said first discrete detection position on said 
substrate, or is detectable at said first discrete detection position at a reduced 
level compared to fi^^: and 

wherein 



8 

PAGE 9/12'RCVDAT7ra55:(l4:33PM [Eastern Dayfig^^ 



.JUL-Or-OS 16:10 FROM-Msrchant £ Gould 



6123329081 



T-813 P. 01 0/01 2 F 



fiii) in the absence of said second autoantibodv said directly or indirectly 
labeled second antieen is detectable at said second discrete detection position 
on said substrate: or 

(iv) in the presence of said second autoantibodv said directly or indirectly 
labeled second antigen is not detectable at said second discrete detection 
position on said snbstrate. or is detectable at said second discrete detection 
position at a reduced level compared to (iiii. 



213-216. (Canceled). 
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